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same schedule.  Rats were fitted with Elizabeth collars to minimize
ingestion of test material, which was left uncovered on the skin.  One
vehicle and 2 untreated shaved control groups were included in the
study.  Assessments for toxic response included daily clinical
observations, weekly skin irritation scoring, weekly body weights and
terminal organ weights, hematology, serum chemistry and urinalysis at
weeks 5 and 13, gross necropsy evaluations , sperm morphology, and
histopathology at study termination.

Results
Remarks Male rats treated with methyl propene derivative for 13 weeks at dose

levels �250 mg/kg/day gained less weight (15% less at study
termination) than controls.  Female weights were unaffected.  At doses
� 250 mg/kg/day, both sexes had decreased levels of red blood cells
and increased levels of neutrophils in circulation, increased spleen size
and increased pigment and red pulp in the spleen. At doses � 100
mg/kg/day, there was increased production of WBC in spleen and
bone marrow.  Mean liver to body weights were increased in male rats
at dose levels � 250 mg/kg and in female rats at � 500 mg/kg/day.
Male rats treated with undiluted test material at 500 or 2000
mg/kg/day had increased kidney weights correlated with dose-related
increase in hyaline droplet formation indicative of light hydrocarbon
nephropathy. Undiluted test material and dilutions at 25% (500 mg/kg,
250 mg/kg in Part 2) induced moderate to strong reaction in the skin,
characterized by erythema, edema , increased thickness and stiffness;
these effects were more severe in the 500 mg/kg (diluted50%w/v)
Microscopically, hyperkeratosis, hyperplasia of sebaceous gland,
increased mitosis in epidermis and dermal abscesses were observed.
Virtually no irritation was observed in the vehicle control group or in
dose groups of 100, 50, 10 mg/kg/day where dilutions were made at
10% or 5 %w/v.  No effects on sperm motility or morphology were
observed in rats treated with 2000 mg/kg/day.

The relative weight increases in livers of higher dose animals of both
sexes had no microscopic correlate and is considered an adaptive
response to treatment. The increase in kidney weight and hyaline
droplet formation in male rats is indicative of light hydrocarbon
nephropathy, a condition considered by EPA to be specific to male rats
and not predictive of comparable toxicity in humans. a  Although many
changes in hematology parameters can be associated with infections
which can occur with severe skin irritation, increased dose related
neutrophil production was observed in animals with minimal skin
irritation and can be considered a direct effect of the test material.
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Conclusions NOEL for systemic toxicity was 50 mg/kg/day dermal exposure for 13
weeks.  The minimally irritating concentration of methyl propene
derivative diluted in 100” mineral oil base stock is 10% (100, 50, 10
mg/kg/day)

Data Quality Reliable without restrictions: Guideline based study performed in
accordance with US GLPs.
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